INTRODUCTION {#sec1-1}
============

Renal cell carcinoma (RCC) has a very high propensity to metastasize to distant anatomic locations owing to its high vascularity. Metastasis to the head and neck region is uncommon and accounts for 6%--18% of the cases. RCC is the third most common site of infraclavicular malignancy metastasizing to the oral cavity, following breast and lung cancers. However, metastasis to buccal mucosa is extremely rare and its presence as the first manifestation carries a very poor prognosis.\[[@ref1][@ref2][@ref3]\] We present a case of metastatic RCC presenting with ulcer in the buccal mucosa.

CASE REPORT {#sec1-2}
===========

A 36-year-old female presented with a nonhealing, painful ulcer in the right buccal mucosa of 2 months duration. There was an associated facial swelling over the angle of the mandible on the right side and low back ache for 1 month. She gave a history of chewing arecanut. There was no history suggestive of ankyloglossia or trismus. Local examination revealed an ulceroproliferative growth measuring 4 cm × 2 cm with raised shelf- like inferior margin and submucosal induration involving the right buccal mucosa and right molar trigone, extending into the upper and lower gingivobuccal sulcus. No cervical lymph nodes were palpable. Per abdomen examination showed a firm mass 3 cm below the left costal margin and hepatomegaly. Computed tomography (CT) scan of the head and neck showed an ill-defined heterogeneously enhancing growth involving the right retromolar trigone, buccal space, masticator space along with the erosions of the ramus of mandible and right lateral pterygoid plate and focal thinning of the posterolateral wall of the right maxillary sinus \[[Figure 1](#F1){ref-type="fig"}\]. Enlarged right Level Ib and II nodes were noted. In view of suspicion of malignancy, a lesional biopsy was done. Histopathology revealed hyperplastic stratified squamous epithelium adjoining an infiltrating tumor composed of sheets of polygonal malignant cells with abundant clear cytoplasm, mild anisonucleosis, round to oval vesicular nuclei and few cells showing prominent nucleoli \[[Figure 2](#F2){ref-type="fig"}\]. Differential diagnosis of a clear cell carcinoma, either metastatic or primary tumor of minor salivary gland with myoepithelial differentiation was rendered. On immunohistochemistry, the tumor cells were negative for S-100. Following this, an extensive systemic evaluation was done. Plain and contrast magnetic resonance imaging study of cervical and dorsal spine showed altered signal intensity lesions in almost all the vertebral bodies and multiple posterior elements of visualized vertebrae showing enhancement on contrast injection suggesting skeletal metastasis. Contrast-enhanced CT of the abdomen revealed multiple enhancing hyperintense lesions in the liver suggestive of metastasis. A large hyperintense cystic lesion with internal hemorrhage and peripheral heterogenous enhancing solid components replacing the upper pole of the left kidney was seen conclusive of RCC \[[Figure 3](#F3){ref-type="fig"}\]. Renal carcinoma immunostains, including PAX8, CD10 and vimentin, were performed, all of them were positive \[[Figure 4](#F4){ref-type="fig"}\]. On correlating the clinical, radiological and histopathology findings, a final diagnosis of metastatic RCC was rendered. The patient was referred for palliative radiotherapy.

![Axial contrast-enhanced computed tomography of head and neck showing a well-defined enhancing lesion (arrows) in the buccal and masticator spaces destroying the ramus of the mandible and extending medially involving the medial and lateral pterygoid muscles suggestive of a malignant lesion](JOMFP-20-547a-g001){#F1}

![Photomicrograph showing the sheets of clear tumor cells with intervening congested vessels (H&E stain, ×100). Inset: High power view of the same (H&E stain, ×400)](JOMFP-20-547a-g002){#F2}

![Coronal contrast-enhanced computed tomography of abdomen showing a well-defined enhancing solid and cystic lesion involving the upper and middle pole of the kidney (arrows)](JOMFP-20-547a-g003){#F3}

![Photomicrograph of tumor cells showing immunopositivity for (a) PAX8 (b) CD10 and (c) vimentin (IHC stain, ×400)](JOMFP-20-547a-g004){#F4}

DISCUSSION {#sec1-3}
==========

RCC usually affects the elderly individuals with a male preponderance. A high number of patients are being detected incidentally on imaging studies for unrelated causes. The clinical manifestations include hematuria, flank mass and back pain.\[[@ref4][@ref5]\]

RCC can metastasize before the detection of the primary lesion, at the time of diagnosis or after long latent years of up to 25 years. Metastasis at the time of diagnosis is present in 40%--50% of the patients. The common sites of metastasis include lungs, bones, contralateral kidney, liver, brain and lymph nodes.\[[@ref1][@ref2][@ref5][@ref6]\]

RCC can metastasize to the head and neck with paranasal sinuses being the most common site followed by oral cavity. Metastatic lesions encompass only 1% of all malignancies of the oral cavity. The spread of RCC in the oral cavity is most often seen to the mandible followed by soft tissue. Very few cases of metastasis to buccal mucosa have been reported.\[[@ref1][@ref3][@ref6][@ref7]\]

The mechanism of metastasis of RCC is the invasion of the renal vessels resulting in hematogenous spread to various organs. The absence of pulmonary lesions in some patients with involvement of other sites suggests the spread through Batsons' venous plexus or thoracic duct.\[[@ref1][@ref4][@ref8]\]

The differentials of metastatic RCC on histology, with clear cell variant being most common, are tumors with predominant clear cells. These include malignancies of the salivary gland, namely, mucoepidermoid carcinoma, acinic cell carcinoma, epithelial-myoepithelial carcinoma, sebaceous neoplasm and oncocytoma. The predominance of nests of clear cells, the absence of other cell components such as squamous cells in mucoepidermoid carcinoma and basophilic granular cells in acinic cell carcinoma are important distinguishing features. Further, the clearing of the cell cytoplasm in RCC is due to glycogen whereas in salivary gland tumors is due to mucin and glycogen which can be identified using special stains. The tumor cells in RCC show coexpression of vimentin and cytokeration. Further, CD10, PAX2, PAX8 and RCC markers are diagnostic for confirming renal cell origin. Odontogenic tumors such as odontogenic clear cell carcinoma, metastasis from thyroid, melanoma, alveolar soft part sarcomas and paragangliomas should be excluded from the differentials.\[[@ref5][@ref9][@ref10]\] However, morphologic clues such as the presence of characteristic sinusoidal vascular pattern and extensive hemorrhage along with immunohistochemical studies aids in diagnosing metastatic RCC.\[[@ref9][@ref10]\]

Treatment of metastatic RCC is palliative. Surgical excision is provided to alleviate pain and discomfort along with an aim to avoid complications such as bleeding and infection. These lesions are known to be chemotherapy and radiotherapy resistant; however, radiotherapy may provide short-term symptom relief. Immunotherapy and targeted antiangiogenic therapies have also been advocated in the treatment of metastatic RCC.\[[@ref1][@ref2][@ref11][@ref12][@ref13]\] Unfortunately, the prognosis of metastatic RCC remains grim with an overall survival rate of 6--9 months.\[[@ref5]\]

CONCLUSION {#sec1-4}
==========

RCC metastasizing to the oral cavity, especially the buccal mucosa is extremely rare and is associated with poor prognosis. If the histopathological examination of clinically suspicious oral lesions demonstrates clear cells, the differential diagnosis includes more common salivary gland tumors and metastatic RCC which can be distinguished by careful morphological study and immunohistochemistry. In the advent of such lesions being the first clinical manifestation, a vigilant clinicoradiological assessment is essential to detect the primary.
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